The breeding of HbbTh3/+ females and males was intended to generate homozygous fetuses in an attempt to rescue the β-thalassaemia major (β 
RESULTS

Generation of the murine intrauterine model system with surrogacy and surveillance
Hybrid HET pups displayed the characteristics of β-thalassaemia intermedia, being pale at birth ( Figure 1B ) with peripheral blood smears (PBS) displaying microcytosis and anisocytosis ( Figure 1C) . HET offspring had splenomegaly ( Figure 1D ), amplified murine Hbb-b1 and human Hprt1 gene products on PCR analysis ( Figure 1E ) and had altered haematological indices compared with WT animals including lower haemoglobin (Hb) levels (8.9 ±1.4g/dL vs.
12.8 ±4.0g/dL, p=0.001), lower red blood cell (RBC) counts (6.4 ±2.0 x10 6 vs. 11.6 ±2.5 x10 6 , p<0.001), higher reticulocyte distribution width (RDW, 39.1 ±1.2µm vs. 18.2 ±2.40µm, p<0.001) ( Figure 1F ). Figure S1
